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节机制，尤其是 Tob1与Wnt信号通路以及 Tob1与 EGFR信号通路之间的关系。
我们首先通过Western Blot 和实时荧光定量 PCR法比较结肠癌细胞系和正










为明确 Tob1在肠癌细胞中表达升高的机制，我们同样采用Western Blot 法、
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荧光实时定量 PCR法观察肠癌细胞内 Tob1的表达水平与Wnt信号和 EGFR信
号关系，结果是 Tob1的表达与Wnt信号和 EGFR信号活性呈正相关。再通过激
活或者抑制Wnt和 EGFR信号通路的活力，观察 Tob1的表达变化情况。结果显










Colorectal cancer, which is one of the most common gastrointestinal
malignancies, is a serious threat to human health. They are diseases that are
considered to be resulted from multitude factors, including inherit, environment,
autoimmune and so forth. The occurrence mechanism of colorectal cancer depends on
alteration of multi-factors, multi-stages and multi-genes, involving a wide variety of
oncogene activation and anti-oncogene inactivation. Tob1 (transducer of ERBB2) is a
member of the TOB/BTG anti-proliferative protein family characterized by its
expressing deletion and anti-proliferative activity in the most kinds of cancer.
However, our recent studies showed that Tob1 could promote proliferation and be
sufficient in human and mouse colorectal cancer. We also found that increased
proliferation in Tob1 overexpressed cancer cells, raised expresssions of Tob1 in
APCmin/+ mice polyps samples and reduced polyps malignancy in Tob1-/-/APCmin/+
mice. Besides, Wu et al have found that the high expression levels of Tob1 of viraent
clinical stages in colorectal cancer. These all indicate that Tob1 might play roles in
induction of colon tumorigenesis. However, the mechanism(s) of Tob1 in
tumorigenesis is largely unknown. In this study, human colon carcinoma cell lines、the
normal intestinal epithelial cell、Tob1 stable transfected cell lines and Tob1 stable
knockdown cell lines were used to investigate the effect of Tob1 on colon cancers and
especially to find the relation between Tob1 and Wnt-mediated or EGFR-mediated
proliferation pathway.
First of all, it first demonstrated a high level of Tob1 expression in human
colorectal cancer cell lines compared to normal controls in this study by using
Western Blot and real-time PCR. Enhanced expression of Tob1 notably promotes in
vitro growth of human colon carcinoma cells. Taken together with experiments in
vitro, in vivo and clinic data, all these results demonstrated that Tob1 may function as
an oncogene in colorectal cancer development and progression.
In order to explore the specific pathways and underlying mechanism(s)
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contributing to Tob1 oncogene activity in colorectal cancer, the effects of Tob1 on
Wnt signaling were examined by Dual reporter luciferase assay, and the results
showed an increased expression of Tob1 which caused an activation on Wnt signaling
compared to normal controls. And the -catenin、c-Myc and cyclin D1 mRNA level
were also increased by further study.
To define the mechanism(s) of Tob1 high expression level, we indentified the
expression level of Tob1、-catenin、cyclin D1 and c-Myc. These expression was
increased in company with the elevation of Wnt signaling and EGFR signaling by
using Western Blot, Real-time PCR. Besides, after the extra activation of these two
signalings, Tob1 expression increased more for the direct regulation of ERK and
-catenin.
Conclusions: our studies first confirm that Tob1 can increase cell viabilities by
activated Wnt signaling. And the active Wnt signaling and EGFR signaling of human
colon carcinoma cells positive regulate on Tob1. This study will disclose the
mechanisms of Tob1 on colorectal tumorigenesis and provide insight of Tob1 related
target therapy for colorectal cancers.


























































































就来源于 Transducer of ERBB2 的缩写[22]。它属于已有超过二十个家族成员的抗
增殖蛋白家族 TOB/BTG（B-cell translocation gene）的一员。在哺乳动物细胞中，
该家族的六个主要成员有 BTG1、BTG2/TIS21/PC3、BTG3/ANA、BTG4、Tob1
及 Tob2。它们共同拥有两个定义性的特征——一个保守的 N端 BTG结构域，跨
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